wo 2004/091534 



1/11 



PCT/US2004/011655 

6 




20 40 60 

Time (min) 



•o- Control 
-«vDEA-NONOate 
-a- Thrombin 

-Q- Thrombin + DEA- 
NONOate 

-^Thrombin * L-NAME 



80 



B 



6 

I' 
£3 









DEA-NONOate 
rAr-DETA-NONOate 
■^SNAP 
■^NEM 





1 10 100 1000 10000 
[NO Donor] (mM) 




Control Thrombin Thrombin Thrombin Thrombin 
•i-L-NAME -i-L-NAME 4-L-NAME 
(0.01 mM) (0.1 mM) (I.OmM) 




Control VEGF 



VEGF + 
NAME 



NAME 



wo 2004/091534 



2/11 



PCT/US2004/011655 




JH 

O) 80 
o 

§ 60 
O 20 




Buffer FITOaibumin FITC-TAT- 

NSF222 




TAT-NSF222 TAT.NSF222 TAT-NSF222scr 
+ media + thrombin + tfirombin 



wo 2004/091534 PCT/US2004/011655 

3/11 



A 




[DEA-NONOate] (mM) 



B 




0 1.0 10 100 
[TAT-NSF2221 
(MM) 



100 

rrAT-NSF222scr] 
(MM) 




□ Control 
■ Thrombin 



None 



NSF 



NO NO + NSF NO + NSF-NO 



wo 2004/091534 PCTAJS2004/011655 * I 

4/11 ^-l^iAJ H 

a 




wo 2004/091534 PCT/US2004/0 11655 

5/11 ^ ^ 



8 




Time (h) 



wo 2004/091534 PCT/US2004/011655 

6/11 ..J- I 




}^ - 
) 






) 

y 




□Wild-Type 
■eNOS-/- 





wo 2004/091534 PCT/US2004/011655 

7/11 



1.8 
1.6 
E 1.4 
3 1.2 

r 0.6 
5 0.4 
1^ 0.2 
0.0 



0 0.001 0.01 0.1 1 10 

[Histamine] (mM) 



□ Control 
■ SNAP 



1600 

S ^1400 
^ c 
0) 11200 

is 5 1000 

^ 800 
C CO 

0) % 600 

CU 0) 

£ S 400 ^ 

73 Q. 
^ ^ 200 



• L-NAME + Histamine 
O Histamine 




Time (min) 



wo 2004/091534 PCT/US2004/011655 

6 





wo 2004/091534 PCT/US2004/011655 



A 




Control 0 0.001 0.01 0.1 1 10 



[TAT-NSF81](|jM) 
•t-Thrombin 



wo 2004/091534 PCT/US2004/0 11655 

10/11 




«^ A ^ ^ ^ 

2 ?! ? ^ «^ 
(oas) euifi 6u!p93|g 



wo 2004/091534 PCT/US2004/0 11655 

11/11 





60-1 




50- 












40- 








30- 


o 




c 




e 


20- 


0) 




Q. 






10- 




0- 



□ Vehicle □ TATTOO 
1 




AAR/LV 



INF/AAR 



